Anthony Di Battista, Manager £} 4 N
Regulatory Affairs and Toxic Substances Compliance A
Toxicology, Regulatory Auditing & Compliance

Telephone: (914) 479-2776 'ﬁﬁ‘iﬁﬁiﬂs NO CBI

Fax: (914) 478-4839 or (914) 479-4074

Ciba Geigy Corporarioa
444 Saw Mill River Read

Return Receipt Requested Ardsley, New Yorx 195022693

Telephone 914 479-3000
Document Processing Center (7407)
(Attention: Section 8(e) Coordinator)
Office of Pollution Prevention and Toxics 8EHQ-94-13097
Environmental Protection Agency INIT  B7/86/94

"B
SO |||

. . 088339
Subject:  TSCA 8(e) Notice - Darocur 1173 88940

s

Sl
Ry

o

Ciba-Geigy Corporation (Ciba) claims no information in this letter as Confidential
Business Information.

In accordance with EPA's March 16, 1978 policy statement on Section 8(e) reporting
under the Toxic Substances Control Act, and EPA's June, 1991 TSCA Section 8(e)
Reporting Guide, Ciba wishes to bring to the attention of the Environmental
Protection Agency results seen in a 4-week oral toxicity study conducted with Darocur
1173. Darocur 1173 is 2-hydroxy-2-methyl-1-phenyl-1-propanone, having CASRN
7473-98-5. Darocur 1173 is a photo-initiator used in coating applications.

This study was recently obtained from our parent company, Ciba-Geigy Limited of
Basel, Switzerland. A copy of the study, entitled "Preliminary testing for subacute
toxicity in a 4-week experiment on rats with oral application”, report number 4/105/85
is enclosed (English transiation of text sections).

Darocur 1173 was administered by oral gavage to rats at dosages of 0, 30, 100, 300
and 1000 mg/kg/day for 28 days. The target organ was the liver with findings of
increased weight at the 2 highest doses. Histopathologic examination showed cell
enlargement and proliferation only at the highest dose. Hematology and clinical
chemistry measurements were not conducted. The NOEL appears to be 100
mg/kg/day. Based upon current EPA guidelines it is felt these results warrant
reporting under TSCA 8(e).

As a result of this new information, Ciba will revise its Material Safety Data Sheet
(MSDS) to reflect this information.

Please call the undersigned if you have any questions about this submittal.

Very truly yours,

-0 faTluls

Anthony DiBattista

Enclosure
8EDA1173.DOC
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E. Merck, Darmstadt

Report No. 4/105/85
Experiment T 12 821

Title

Preliminary Testing for Subacute Toxicity in a
Rats with Oral Application

Abbreviated Report

Authors: Kieser, H; V. Eberstein, M.

Date: 10 Sep 1985

4-Week Experiment on
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E. Merck, Darmstadt

DAROCUR 1173 Rat - Subacute Preliminary 4 Weeks - Oral

1.

summary
DAROCUR 1173 has been clinically tolerated up to a daily dose
of 1000 mg/kg. Pathological anatomy revealed distinct

enlargements of the liver at this dosage. The morphological
correlate was liver cell enlargements and peripheral liver
cell proliferation. Increased liver weight had already been
registered for 300 mg/kg/day. The dose of 1000 mg/kg/day is
considered to be toxic, based on the pathomorphological
finding.

Introduction

DAROCUR 1173 is a product of E. Merck, Darmstadt, used as a
photoinitiator for the UV hardening of lacquers. The present
experiment is a ndose-range-finding" study in preparation for
a 3-month toxicity testing on rats, as required by

international authorities. ‘.
E » ! ] ]1 ! . ] (:E N
DAROCUR 1173 -~
Art. No. 1/7005 -
Liquiad Z:
Delivery No. U 472205 r
Release Date: 8 Nov 1984 - Nov 1986 -

(W)
Experimental Layout

The experiment made use of roughly S5-week old male and female
Wistar rats of strain Emd: Wi-AF/Han (SPF) at an average
weight of 125 g (male) or 114 g (female) in five groups of six
animals each (three male, three female), a total of 30 rats.
The experiment was conducted in March/April 1985 at the
Institute of Toxicology of E. Merck, Darmstadt, Room U9/108.

The animals were kept under conventional conditions in the
approximately 60 m* experimental room; room temperature
23-26°C, humidity 55-70%. The animals were placed
individually in Makrolon cages Type III with soft wood
granules as litter. Feed pellets (Altromin TPF N 1324) and
drinking water were available ad libitum.

(1.4;*\;'.533.:;3



Treatment and Dosage

The treatment period covered four weeks. Application was done
p.o. (rubber mouth probe) as a suspension in 0.25% aqueous
Methocel, once a day, 7 times a week. The application volume
was 10 ml/kg. :

Dosage Animal No. Concentration,
Male Female g/l

Daily Dose per kg BW

Group 1 0 mg 1-3 16-18 Methocel

Group 2 30 mg 4-6 19-21 3

Group 3 100 mg 7-9 22-24 10

Group 4 300 mg 10-12 25-27 30

Group S 1000 mg 13-15 28-30 100

A 3% suspension in Methocel proved to be stable when kept
14 days in the refrigerator (up to +8°C).

Investigations

Behavior and appearance were checked every day. The body
weight was determined twice and the food consumption once a
week.

24 hours after the last treatment, all animals were stunned
with CO, and bled. Next, the animals’ bodies were weighed,
dissected, and investigated in terms of pathological anatonmy.
Twelve organs were weighed: heart, liver, kidneys, spleen,
thymus, testicles or ovaries, prostate or uterus, adrenal
glands, thyroid gland, hypophysis, brain, eyes. Liver and
kidneys were histopathologically examined.

Findinas

The increase in body weight and food consumption were normal.
The 1liver weight was increased from Group 4 onward
(300 mg/kg/day), the kidney weight in females in Group 5
(1000 mg/kg/day).

The histopathological investigations of the liver in Group 5
revealed circumscribed, centrolobular/intermediary hepatic
cell enlargement and moderate to significant peripheral
hepatic cell proliferation (especially in females). The
increase in organ weight therefore has a morphological
correlate.

The kidneys revealed only nonspecific alterations.
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E. Merck, Darmstadt

EMD 8
DAROCUR™ 1173

Bericht Nr. 4/105/85

Report no. / Rapport n°/ Informe no.

Experiment T 12 821

Titel / Title / Titre / Titulo
Orientierende Priifung auf subakute

Toxizitdt im 4-Wochen-Versuch an
Ratten bei oraler Applikation

Kurzbericht

Autor(en) / Author(s) / Auteur(s) / Autor(es) gjeser, H.
v. Eberstein, M.

Datum / Date / Date / Fecha
10. September 1985

Vertraulich / Confidential / Confidentiel / Confidencial

werden.

of E. Merck, Darmstadt.

12971382

Dieser Bericht ist Eigentum von E. Mercit, Darmstadt, und dart ~ such AusTUgIWeise - nur mit Genehmigung von E. Merck
weftsrgegeben. kopiert, verdffentlicht oder fir behdrdliche Genshmigungsverfahren snderer Antrageteller verwendet

This report is the pmwmdnuommmm.mdmyn«-Inmuorpm-bop-ndou.npm
published or used by suthorities or other applicants for spproval or registration purposes without the express permission
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T1 E ¢ ou partielle) par d'autres demandsurs d'sutorisations ou d"spprobations officielles qu'avec I'acoord expris de

Este informe es propiedad de E. Merck. Darmstadt, y 0o pueds divuigarse, reproducirse. publicarse, o utilisarse para
TOXPW ge meqgchh. de otros solicitantes, ni parcialments, sin s correspondisnte autorizacion de E. Mercic.



E. Merck, Darmstadt

EMD
| DAROCUR® 1173
Bericht Nr. 4/105/85

Report no./ Rapport n®/ Informe no.
Experiment T 12821

Titel / Title/ Titre / Titulo . ) .
Orientierende Priifung auf subakute

Toxizitdt im 4-Wwochen-Versuch an Ratten
bei oraler Applikation

Kurzbericht

Wir erkliren hiermit, da8 diese Arbeiten von uns oder unter unserer Aufsicht gemif den hier be-
schriebenen Methoden durchgefihrt wurden und da8 dieser Bericht die Ergebnisse der Arbeiten
vollstiindig und korrekt wiedergibt.
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Toxikologie Dr. med. vet. A. Bofmann

Durchfihrung des Versuches: 18.03. ~ 16.04.1985
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E. Merck, Darmstadt

DAROCUR™ 1173

Ratte - subakut orientierend -1~
4 wWochen - oral

T 12821

Zusammenfassung

DAROCURs 1173 wurde bis zu einer Tagesdosis von

1000 mg/kg klinisch vertragen. Pathologisch-anato-
misch zeigten sich in dieser Dosis deutliche Ver-
gréserungen der Leber. Das morphologische Korrelat
waren Leberzellvergrdgferungen und periphere Leberzell-
proliferation. Erhdhte Lebergewichte wurden bereits
bei 300 mg/kg/Tag registriert. Die Dosis 1000 mg/kg/
Tag wird aufgrund der pathomorphologischen Befunde
als toxisch angesehen.

Einleitung

DAROCURe 1173 ist ein Produkt der E. Merck, Darmstadt,
das als Photoinitiator fiir die UV-Hirtung von Lacken
eingesetzt wird. Der vorliegende Versuch ist eine
"dose-range—finding"-Studie als Vorbereitung fir eine
3monatige Toxizitdtsprifung an Ratten, wie sie von
internationalen Behdrden gefordert wird.

Prifmaterial
pARoCUR® 1173
Art. Nr. 1/7005

Fliissigkeit

Ablieferung Nr. U 472205

Freigabe: 08.11.1984-November 1986

Vversuchsanordnung

Flr den Versuch wurden ca. 5 Wochen alte ningliche
und weibliche Wistar-Ratten vom Stamm Emd: Wi-AF/Han
(SPF) im durchschnittlichen Gewicht von 125 g (¢)

resp. 114 g (9) in 5 Gruppen zu je 6 Tieren

(3 ¢, 3 ¢), insgesamt 30 Ratten eingesetzt. Der Ver-
such wurde im Mdrz-April 1985 im Institut fiir Toxi-
kologie der E. Merck, Darmstadt, Raum U9/108, durch-

gefihrt.

Die Haltungsbedingungen in dem ca. 60 m2 grosen
Versuchsraum waren konventionell; Raumtemperatur.
23-26 °C, Luftfeuchtigkeit 55-70 %. Die Tiere
saBen einzeln in Makrolonkdfigen Typ III mit Weich-
holagranulat als Einstreu. Futterpellets (Altromin
TPF°N 1324) und Trinkwasser standen ad libitum:zur
Verfiigung.

TOX LOG S/1 090885

1260-1 { 1.84
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E.Merck, Darmstadt

DAROCUR® 1173

Ratte - subakut orientierend -2 -
4 Wochen - oral

T 12821

Behandlung und Dosierung

Die Behandlungsperiode umfasSte ¢ wochen. Die Applika-

tion erfolgte p.o. (Gummischlungsonde) als Suspension

in 0,25 %igem wédSrigen Methocel®, tdglich einmal, 7mal
pro Woche. Das Applikationsvolumen betrug 10 ml/kg.

Dosierung Tier-Nr. Konzentration
¢ ? in g/l

Tagesdosis pro kg KGW

Gruppe 1 0 mg 1-3 16-18 Hethocel

Gruppe 2 30 mg 4-6 19-21 3

Gruppe 3 100 wg 7-9 22-24 10

Gruppe &4 300 =g 10-12 25-21 30

Gruppe 5 1000 mg 13-15 28-30 100

Eine 3 %ige Suspension in Methocel erwies sich bei
14tigigem Aufenthalt im Kiihlschrank (bis +8 °C) als
stabil.

Untersuchungen

Verhalten und Aussehen wurden tiglich kontrolliert.
Das Kdrpergewicht wurde zweimal und der Futterver-
brauch einmal pro Woche bestimmt.

24 stunden nach der letzten Behandlung wurden alle
Tiere mit CO,-Gas betdubt und entblutet. Anschliesend
wurden die Tierkarper gewogen, seziert und patholo-
gisch-anatomisch untersucht. 12 Organe wurden ge-—
wogen: Herz, Leber, Nieren, Milz, Thymus, Hoden resp.
Ovarien, Prostata resp. Uterus, Nebennieren, Schild-
driise, Hypophyse, Gehirn, Augen. Leber und Nieren
wurden histopathologisch befundet.

Ergebnisse

Die Kdrpergewichtszunahme und der Futterverbrauch
waren unauffillig. Das Lebergewicht war ab Gruppée 4
(300 mg/kg/Tag), das Nierengewicht bei weibchen in
Gruppe S5 (1000 mg/kg/Tag) erhdéht.

Die histopathologischen Untersuchungen der Leber in
Gruppe 5 zeigten herdfdrmige, zentrolobulire/inter-
medidre Leberzellvergréserung und masige bis deut-
liche periphere Leberzellproliferation (besonders
bei ¢). Die Organqewichtserhéhung hat mithin ein

morphologisches Korrelat.

Die Nieren zeigten lediglich unspezifische Verdnde--
rungen.

TOX LOG 5/1 090885
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E. Merck, Darmstadt

pARocUR® 1173 Ratte - subakut orientierend Table 1
4 Wochen - oral
Abbreviations Table No.
used in the tables 1
N = number of animals
M = mean values
sD = standard deviation
SIG = significance (compared to control)
* = no statement
- = no significant difference
to control
+ = significant difference
to control p § 0.05
++ = significant difference
to control p § 0.01
(o] = not examined
Contents
(mean values)
Body weight 2-S
Food consumption 6-9
Organ weights - male 10-13
Oorgan weights - female 14-17
T 12821
TOX LOG S/1 090885

12600-1 | 1.84
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Y . 35 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
i’" g WASHINGTON, D.C. 20460

Anthony Di Battista
Manager, Regulatory Affairs & Toxic Substances Compliance

Toxicology, Regulatory Auditing & Compliance o PESTX

PREVENTION, PESTICIDES AND

CIBA-GEIGY Corporation TOXIC SUBSTANCES
444 Saw Mill River Road '

Ardsley, New York 10502-2699 NOV 0 & 1994

EPA acknowledges the receipt of information submitted by
your organization under Section 8(e) of the Toxic Substances
Control Act (TSCA). For your reference, copies of the first
page(s) of your submission(s) are enclosed and display the TSCA
§8 (e) Document Control Number (e.g., S8EHQ-00-0000) assigned by
EPA to your submission(s) .
whnern subin =110 Q
to the reverse side

P;GC

All TSCA 8(e) submissions are placed in the public files
unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16, 1978). confidential submissions received
pursuant to the TSCA §8(e) Compliance Audit Program (CAP) should
already contain information supporting confidentiality claims.
This information is required and should be submitted if not done

ementa nforma and refer
for "EPA Information Requests® -

of this

- so previously. To substantiate claims, submit responses to the

questions in the enclosure nsupport Information for Confiden-
tiality Claims®. This same enclosure is used to support
confidentiality claims for non-CAP submissions.

Please address any fur£her correspondehce with the Agency
related to this TSCA 8(e) submission to: :

Document Processing Center (7407)

tn: TSCA Section 8(e) Coordinator

ice of Pollution Prevention and Toxics
: Environmental Protection Agency
gton, D.C.- 20460-0001

B 9&;&: £6rward to continued cooperation with your
organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the environment.

Sincerely,

:77“"‘ . ' ; 4
Tejzzﬁéf.;§2ry n

Enclosure Risk Analysis Branch

13097 A S




Triage of 8(e) Submissions

Date sent to triage: OCT 14 199" ‘ CAP

Submission number: __1309% A ‘ TSCA Inventory: @ N D

Study type (circle appropriate):
Group 1 - Dick Clements (1 copy total)
ECO AQUATO
Group 2 - Ernie Falke (1 copy total)
ATOX SEN W/NEUR
Group 3 - Elizabeth Margosches (1 copy each)
STOX CTOX EPI RTOX GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY




CRCATS DATA:
Submission # 8EHQ- O

1y TRT)SUPP FLWP

seo_f

SUBMITTER NAME: Cioa - mlv.lpmruz_

DO\.\WO\G&AQJ

CECATS\TRIAGE TRACKING DBASE ENTRY FORM

UESTED:- : VOLU ONS:
0501 NO INFO REQUESTED 0401 NO ACTION R PORTID

0302 INFO REQUESTED (TECH) 0402 STUDIES PLANNEDAINDE RW AY

0303 INFO REQUESTED (VOL ACTIONS) ﬁ NOTIFICATION OF WORKE RO RS

0504 INFO REQUESTED (REPORTING RATIONALF) FLMSDS (HANGES

TO CHEMICAL SCREENING 0406 APP/USE DISCONTINUED

0409 PROCESSHANDLING (HANGES

CAP NOTICE 0407 PRODUCTION DISCONTINUED

0408 CONFIDENTIAL

SUB. DATE: O\NM o] _,ai OTS DATE: g\OEJ% CSRAD DATE:; OLOLJ{
CASE

CHEMICAL NAME:

Dorocer 173

1473 -98-5

INFORMATION TYPE: LEC INFORMATION TYPE: LEC INFORMATION TYPE:

0201  ONCO (HUMAN) 010204 0216  EPICLIN 010204 0241  IMMUNO (ANIMAL)
0202  ONCO (ANIMAL) 010204 0217  HUMAN EXPOS (PROD CONTAM) 01 0204 IMMUNO (HUMAN)
0203  CELL TRANS (IN VITRO) 010204 0218  HUMAN EXPOS (ACCIDENTAL) 010204 @ CHEM/PHYS PROP
0204  MUTA (IN VITRO) 1020 0219  HUMAN EXPOS (MONITORING) 01 0204 CLASTO (IN VITRO)
0205  MUTA (IN VIVO) 0204 0220  ECO/AQUA TOX 010204 0245  CLASTO (ANIMAL)
0206  REPRO/TERATO (HUMAN) nnzo o021  ENV.OCCCRELFATE 01 0204 0246  CLASTO (HUMAN)
0207  REPRO/TERATO (ANIMAL) 01 0204 0222  EMER INC: OF ENV CONTAM 010204 DNA DAM/REPAIR
0208  NEURO (HUMAN) 00204 @ RESPONSE REQEST DELAY 01 0204 @ PROD/USEPROC
0209  NEURO (ANIMAL) 16204 PROD/COMP/CHEM ID 01 0204 1  MSDS

0210  ACUTE TOX. (HUMAN) n e 025  REPORTING RATIONALE 01 0204 0299  OTHER

0211  CHR. TOX. (HUMAN) 10204 026  CONFIDENTIAL 010204

0212  ACUTE TOX. (ANIMAL) 010204 0227  ALLERG (HUMAN) o1 0204
/011  SUB ACUTE TOX (ANIMAL) 010204 0228  ALLERG (ANIMAL) 010204

0214  SUB CHRONIC TOX (ANIMAL) 010204 023  METABPHARMACD (ANIMAL) 010204

021S  CHRONIC TOX (ANIMAL) 010204 0240  METABPHARMACO (HUMAN) 010204

IRIAQGEDATA NONCBIINVENTORY  ONGOING REVIEW TOXICOLOGICAL CONCERN; USE: PRODUCTION:

@ YES (DROP/REFER)

CAS SR NO NO (CONTINUE)
DETERMINE REFER:

() E 7

01 02 04
010204
010204
01 02 04
010204
01 02 04
01 02 04
010204
01 0204
010204




8 (e)
8(E)-13097A

TOX CONCERN

TRIAGE ASSESSMENT

SUBACUTE ORAL TOXICITY IN RATS IS -MERIUM CONCERN.

THE NOEL WAS 100 MG/KG.

ANIMALS HERE DOSED WITH 0, 30,

100, 300, OR 1000 MG/KG OF THE TEST MATERIAL FOR 4 WEEKS. THERE WERE NO
MORTALITIES. THERE WAS AN INCREASE IN LIVER WEIGHT IN THE 300 AND 1000 MG/KG
GROUPS AND AN INCREASE IN THE KIDNEY WEIGHT OF THE FEMALES OF THE 1000 MG/KG
GROUP. THE LIVERS SHOWED CIRCUMSCRIBED, CENTROLOBULAR/INTERMEDIARY HEPATIC CELL
ENLARGEMENT AND MODERATE TO SIGNIFICANT PERIPHERAL HEPATIC CELL PROLIFERATION.




